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Special Episode: Mary Roach & Replaceable You
When your car breaks down or your fridge goes on the fritz, you can order a replacement part and get things back up and running in no time. The same cannot always be said for another intricate machine: the human body. For centuries, scientists have grappled with making or transplanting suitable replacements for nearly every body part, from hearts to hair and from legs to lungs. We’ve come quite a long way in that quest, so that at times, it feels as though we’re living in a sci-fi novel, where skin cells are printed and we can grow a customized heart. Yet we still have further to go, thanks to our magnificent immune system, who proves to be quite a worthy opponent. Here to tell you all about the weird and wonderful world of regenerative medicine is the one and only Mary Roach, who joins us this week to chat about her latest book Replaceable You: Adventures in Human Anatomy. As with any Mary Roach production, this is the perfect combination of informative, fascinating, and fun. Tune in today!
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Episode 187 Hypothermia Part 2: How it helps
Last week, we took you through all the ways that cold can harm us and the harrowing history of humans perishing at its icy hands. Ending the story there would be skipping over the parts where cold gets to play the hero, rather than the villain. In the second installment of this frosty miniseries, we explore the situations in which we might use cold to protect us and how it actually works. We also delve into the surprisingly long (and unsurprisingly grim) history of therapeutic hypothermia, a journey that wouldn’t be complete without a debate over sea cloaks, a reconsideration of the plot of Titanic, and a brief jaunt into cryonics.
History
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- Alzaga, Ana G., Mario Cerdan, and Joseph Varon. “Therapeutic hypothermia.” Resuscitation 70.3 (2006): 369-380.
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- Clint, Edward, and Daniel MT Fessler. “Insurmountable heat: the evolution and persistence of defensive hyperthermia.” The Quarterly review of biology 91.1 (2016): 25-46.
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- Varon, J. and Acosta, P., 2008. Therapeutic hypothermia. Chest, 133(5), pp.1267-1274.
- Perman, S.M., Goyal, M., Neumar, R.W., Topjian, A.A. and Gaieski, D.F., 2014. Clinical applications of targeted temperature management. Chest, 145(2), pp.386-393.
- Faix, R.G., Laptook, A.R., Shankaran, S., Eggleston, B., Chowdhury, D., Heyne, R.J., Das, A., Pedroza, C., Tyson, J.E., Wusthoff, C. and Bonifacio, S.L., 2025. Whole-body hypothermia for neonatal encephalopathy in preterm infants 33 to 35 weeks’ gestation: a randomized clinical trial. JAMA pediatrics, 179(4), pp.396-406.
- Abate, B.B., Bimerew, M., Gebremichael, B., Mengesha Kassie, A., Kassaw, M., Gebremeskel, T. and Bayih, W.A., 2021. Effects of therapeutic hypothermia on death among asphyxiated neonates with hypoxic-ischemic encephalopathy: a systematic review and meta-analysis of randomized control trials. PloS one, 16(2), p.e0247229.
- Dankiewicz, J., Cronberg, T., Lilja, G., Jakobsen, J.C., Levin, H., Ullén, S., Rylander, C., Wise, M.P., Oddo, M., Cariou, A. and Bělohlávek, J., 2021. Hypothermia versus normothermia after out-of-hospital cardiac arrest. New England Journal of Medicine, 384(24), pp.2283-2294.
- Bernard, S.A., Gray, T.W., Buist, M.D., Jones, B.M., Silvester, W., Gutteridge, G. and Smith, K., 2002. Treatment of comatose survivors of out-of-hospital cardiac arrest with induced hypothermia. New England journal of medicine, 346(8), pp.557-563.
- Lascarrou, J.B., Merdji, H., Le Gouge, A., Colin, G., Grillet, G., Girardie, P., Coupez, E., Dequin, P.F., Cariou, A., Boulain, T. and Brule, N., 2019. Targeted temperature management for cardiac arrest with nonshockable rhythm. New England Journal of Medicine, 381(24), pp.2327-2337.
- Nielsen, N., Wetterslev, J., Cronberg, T., Erlinge, D., Gasche, Y., Hassager, C., Horn, J., Hovdenes, J., Kjaergaard, J., Kuiper, M. and Pellis, T., 2013. Targeted temperature management at 33 C versus 36 C after cardiac arrest. New England journal of medicine, 369(23), pp.2197-2206.
- Nielsen, N., Friberg, H., Gluud, C., Herlitz, J. and Wetterslev, J., 2011. Hypothermia after cardiac arrest should be further evaluated—a systematic review of randomised trials with meta-analysis and trial sequential analysis. International journal of cardiology, 151(3), pp.333-341.
- Perman, S.M., Elmer, J., Maciel, C.B., Uzendu, A., May, T., Mumma, B.E., Bartos, J.A., Rodriguez, A.J., Kurz, M.C., Panchal, A.R. and Rittenberger, J.C., 2024. 2023 American Heart Association focused update on adult advanced cardiovascular life support: an update to the American Heart Association guidelines for cardiopulmonary resuscitation and emergency cardiovascular care. Circulation, 149(5), pp.e254-e273.
- Sessler, D.I., Pei, L., Li, K., Cui, S., Chan, M.T., Huang, Y., Wu, J., He, X., Bajracharya, G.R., Rivas, E. and Lam, C.K., 2022. Aggressive intraoperative warming versus routine thermal management during non-cardiac surgery (PROTECT): a multicentre, parallel group, superiority trial. The Lancet, 399(10337), pp.1799-1808.
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- Greenberg, S.M., Ziai, W.C., Cordonnier, C., Dowlatshahi, D., Francis, B., Goldstein, J.N., Hemphill III, J.C., Johnson, R., Keigher, K.M., Mack, W.J. and Mocco, J., 2022. 2022 guideline for the management of patients with spontaneous intracerebral hemorrhage: a guideline from the American Heart Association/American Stroke Association. Stroke, 53(7), pp.e282-e361.
- Hoh, B.L., Ko, N.U., Amin-Hanjani, S., Chou, S.H.Y., Cruz-Flores, S., Dangayach, N.S., Derdeyn, C.P., Du, R., Hänggi, D., Hetts, S.W. and Ifejika, N.L., 2023. 2023 guideline for the management of patients with aneurysmal subarachnoid hemorrhage: a guideline from the American Heart Association/American Stroke Association. Stroke, 54(7), pp.e314-e370.
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Episode 186 Hypothermia Part 1: How it hurts
For all our wondrous adaptations as a species – our big brains, our capacity for language, our opposable thumbs – we humans are not well-equipped to deal with the cold. Take us out of our insulated dwellings, take away our winter clothes, and things can get dicey fast. From frostbite to hypothermia, the cold can settle into our bones, leading us down a path where injury or death are possible outcomes. In this episode, we explore that path: how our meager cold-survival adaptations are vastly outshone by other animal species, the long and grim history of hypothermia in war, and what exactly is happening inside your body when your temperature drops. Tune in to this unexpectedly strange grab-bag of an episode.
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- Jaekl, Phil. Out Cold: A Chilling Descent Into the Macabre, Controversial, Lifesaving History of Hypothermia. PublicAffairs, 2021.
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Special Episode: Lina Zeldovich & The Living Medicine
The development of antibiotics was one of the greatest turning points in the history of medicine. Bacterial infections that were once death sentences were cured within a matter of days after administration of these lifesaving compounds. But the honeymoon didn’t last long, as resistant bacterial strains emerged and spread. Now, antimicrobial resistance poses one of the greatest threats to global health; frankly, we can’t invent new antibiotics faster than resistance develops. Fortunately, there may be a solution, one that has existed even before antibiotics came on the scene: phage therapy, the use of bacteriophages to treat bacterial infections. In The Living Medicine: How a Lifesaving Cure Was Nearly Lost—and Why It Will Rescue Us When Antibiotics Fail, author Lina Zeldovich takes readers through the incredible and long-forgotten story of phage therapy and the doctors who developed it. Tune in to learn how phage therapy, after almost being relegated to a footnote in the history of medicine, is reemerging as a possible solution to the deadly problem of antimicrobial resistance.
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Episode 185 The Great Smog of London: “Thick, drab, yellow, disgusting”
Some things just go together: peanut butter and jelly, bacon and eggs, milk and cereal, London and smog. Or at least, that’s the way things used to be until the Great Smog of 1952. (Don’t worry, the first three pairings are safe). If you’ve watched The Crown, you may remember an early episode in which a thick, noxious smog surrounded the entire city of London for days on end. People coughing, hacking, collapsing. Traffic ground to a standstill. Authorities in denial. What was actually going on in December 1952 to lead to such conditions? What was in the smog to make it so toxic? And how did this severe pollution event lead to massive changes in air quality regulations around the world? Tune in to find out all this and more (including what The Crown got wrong).
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Episode 184 The Gallbladder: Humor us
For most of us, there probably hasn’t been a good reason for you to think about your gallbladder. Ever. Much of the time, it sits there, silently storing, concentrating, and, when needed, churning out bile every day. But occasionally, this unassuming organ will announce itself through waves of unceasing, excruciating pain brought on by a blockage of some sort. Why it does this to us, what we do about it, and how we can live a gallbladder-free life are just some of the things we cover in this episode. We’re also taking this opportunity to deep dive into the substance most closely associated with the gallbladder: bile. Bile plays an outsized role in the history of medicine, mostly through its role as one of the four humors in the humoral theory of disease. Are you of a choleric temperament or is your vibe more sanguine? Maybe melancholic or phlegmatic suits you better. Don’t know what the heck we’re talking about? Tune in to find out.
History
- Arikha, Noga. Passions and tempers: A history of the humours. Noga Arikha, 2007.
- Arthure, Humphrey. “A large abdominal calculus.” BJOG: An International Journal of Obstetrics & Gynaecology 60.3 (1953): 416-416.
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- Becerra, Pablo, et al. “Giant gallstone: a case report.” International journal of surgery case reports 2.7 (2011): 228-229.
- Lagay, Faith. “The legacy of humoral medicine.” AMA Journal of Ethics 4.7 (2002): 206-208.
- Singh, Yardesh, et al. “A giant gallstone: the largest gallstone removed laparoscopically in the world.” Cureus 12.5 (2020).
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- Hegyi, P., Maléth, J., Walters, J.R., Hofmann, A.F. and Keely, S.J., 2018. Guts and gall: bile acids in regulation of intestinal epithelial function in health and disease. Physiological reviews, 98(4), pp.1983-2023.
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Special Episode: Carl Zimmer & Airborne
In the first years of the COVID pandemic, a debate raged: was the virus transmitted via respiratory droplets, or was it airborne? For some, this distinction seemed overly technical, pedantic even. But for others, it represented decades of dismissal and missed opportunities – opportunities that had cost untold lives. In this week’s TPWKY book club episode, renowned science writer and journalist Carl Zimmer joins us to discuss his latest book Air-Borne: The Hidden History of the Life We Breathe, which uncovers the long-forgotten story of an entire field of study – aerobiology – and the pioneering scientists who discovered life where there was thought to be none. Tune in for a fascinating conversation about why airborne transmission matters and the incredible work that some researchers are doing to breathe new life into its study.
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Episode 183 SSRIs Part 2: Action
Last week, we took you on a journey of discovery and innovation, and this week we’re gonna tell you how the heck it all works. That means a deep dive into the nitty gritty of SSRIs, from what serotonin does (A LOT, as it turns out), to why blocking its uptake has the effects it does, from the different side effects of SSRIs, to how effective they really are. The discourse surrounding this class of drugs is complicated and contradictory, and this episode provides lots of answers and some terrible baseball metaphors to help you make sense of SSRIs.
History
- SSRI Biology
- Mechanism of action:
- Artigas, F., Nutt, D.J. and Shelton, R., 2002. Mechanism of action of antidepressants. Psychopharmacology bulletin, 36, pp.123-132.
- Sharp, T., 2012. Molecular and cellular mechanisms of antidepressant action. Behavioral Neurobiology of Depression and Its Treatment, pp.309-325.
- Willner, P., Scheel-Krüger, J. and Belzung, C., 2013. The neurobiology of depression and antidepressant action. Neuroscience & biobehavioral reviews, 37(10), pp.2331-2371.
- Duman, R.S. and Voleti, B., 2012. Signaling pathways underlying the pathophysiology and treatment of depression: novel mechanisms for rapid-acting agents. Trends in neurosciences, 35(1), pp.47-56.
- Davis, L.L., Yonkers, K.A., Trivedi, M., Kramwer, G.L. and Petty, F., 1999. The mechanism of action of SSRIs, a new hypothesis. Selective Serotonin Reuptake Inhibitors (SSRIs): Past, Present and Future, pp.171-185.
- Depression and Anxiety as disorders:
- Goodwin, R.D., Dierker, L.C., Wu, M., Galea, S., Hoven, C.W. and Weinberger, A.H., 2022. Trends in US depression prevalence from 2015 to 2020: the widening treatment gap. American Journal of Preventive Medicine, 63(5), pp.726-733.
- Malhi, G.s., Mann, J.J. 2018. Seminar. Depression. The Lancet, 392(10161) pp24-30.
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Episode 182 SSRIs Part 1: Origin
Since first hitting the shelves nearly 40 years ago, SSRIs have become one of the most commonly prescribed classes of antidepressants around the world, as well as one of the most discussed and misunderstood. This and next week, we tell the story of SSRIs in two parts. In Part 1, we explore the origins of these medications and their predecessors, a surprising journey that takes us back millions of years and across the animal kingdom, and one that proves that John Green was right – everything truly is tuberculosis. How did we get from tuberculosis to Prozac? Tune in to find out.
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Special Episode: Wendy Chin-Tanner & King of the Armadillos
We’ve got a very special episode of the TPWKY book club this week! We’re featuring our very first fiction book: King of the Armadillos by Wendy Chin-Tanner. This novel tells the story of a young man named Victor, who is sent from his home in New York City to a federal treatment facility in Carville, Louisiana after a diagnosis of Hansen’s disease (then known as leprosy). After being ripped away from his family and the life he knew, Victor struggles to navigate his new situation, facing racism, stigma, and loneliness. Ultimately, he finds support in the lively community of Carville. Wendy joins us to discuss her creative process for this beautifully-written book, and how her father’s life provided the basis for Victor’s story. Tune in for a heartfelt conversation about a long-forgotten piece of public health history and the powerful meaning that diseases can hold.
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